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: 190.4- 19 LS-C 

TtM-^^iM : C20H24N4O4 tL'X 
mmiU (%) : C 62.48, H 6.29, N 14.57 
i%) : C 62.52, H 6.53, N 14.56 
IR(KBr) V max(cm i) : 1697, 1655, 1518 

NMR(CDCl3, 270MHz) c5(ppm) : 7.74(1H, d, J=15.5Hz), 7.18(1H, dd, J=8.3, 
1.9Hz), 7.08(1H, d, J=1.9Hz), 6.89(1H, d, J=8.3Hz), 6.77(1H, d, J=15.5Hz), 

4.21(2H, q, J=6.9Hz), 4.09(2H, q, J=6.9Hz), 4.06(3H, s), 3.96(3H, s), 3.93(3H, 
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s), 1.39(3H, t, J=6.9Hz), 1.27(3H, t, J=6.9Hz) 

ih^m2: (E)-8-(3,4-i^7« h U ;i/)-7-p< ^;i/-l,3-S^rD f;i/^it>5=- 

> (WO92/06976) 

: 164.8-166.2''C (2-:7°n7W — ;i/-7K<:k 
TiM^^iM : C22H28N4O4 ^ bT 
SUfii (%) : C 64.06, H 6.84, N 13.58 
HiPJjfil (%) : C 64.06, H 6.82, N 13.80 
IR(KBr) V max(cin 1) : 1692, 1657 

NMR(DMSO-d6, 270MHz) (^(ppin) : 7.60(1H, d, J=15.8Hz), 7.40(1H, d, 
J=2.0Hz), 7.28(1H, dd, J=2.0, 8.4Hz), 7.18(1H, d, J=15.8Hz), 6.99(1H, d, 
J=8.4Hz), 4.02(3H, s), 3.99(2H, t), 3.90-3.80(2H, m), 3.85(3H, s), 3.80(3H, s), 
1.85-1.50(4H, m), 1.0G-0.85(6H, m) 

^b-^tJ3 : (E)-l,3-i^J^^;V-8-(3-p< h^iy-4,5-y-^]y >i^:^^^>^^V Jl)- 

7-^^;i/^-9->5^> II ¥6-211856) 

m.}^ : 201.5-202.3 "C 

^M'^m : C20H22N4O5 hVX 

mWaiM (%) : C 60.29, H 5.57, N 14.06 

mmm (%) : c 60.18, h 5.72, n 13.98 

IR(KBr) V max(cin-0 : 1694, 1650, 1543, 1512, 1433 
NMR(DMSO-d6, 270MHz) (5(ppm) : 7.58(1H, d, J=15.8Hz), 7.23(1H, d, 
J=15.8Hz), 7.20(1H, d, J=1.0Hz), 7.09(1H, d, J=1.0Hz), 6.05(2H, s), 4.09- 
4.02(2H, m), 4.02(3H, s), 3.94-3.89(2H, m), 3.89(3H, s), 1.25(3H, t, J=7.2Hz), 
1.13(3H, t, J=6.9Hz) 

'fb^t)4 : (E)-8-(3,4,5- h U ^ h^i^:^^ ^))l)tiy ^4 X^tf^Bg 47-26516) 
IR(KBr) V max(cm-') : 1702, 1667, 1508, 1432 

NMR(DMSO-d6, 270MHz) (5(ppm) : 7.61(1H, d, J=16.0Hz), 7.25(1H, d, 
J=16.0Hz), 7.09(2H, s), 4.03(3H, s), 3.85(6H, s). 3.71(3H, s), 3.45(3H, s), 
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3.21(3H, s) 
MS(EI) 386(M+) 

^-^mMt^G mg/kg (D^-^tt 0.6 mg/mL {C^ 30 mg/kg 3 mg/mL 

tZ. 160 mg/kg ©Jl-^ti 16 mg/mL CZ, 800 mg/kg CDm-ai± 80 mg/mL C7)?iJ^ 

2. Mffll&ti 

SMS^fO CrjiCD (SD) ^ >v h (SPF) CDM [ S ^ U M - (^) ] 

~209g. iHi*^' I47~l73g cDtSHtcafe-o/io flKblBjW^P^4J hiSMMSPe^ffJiit 
tc. x-e?;^ hffl®^^3^ [CRF-l 15kGy. :^ U 3i > («) ] 

3 . UM^co^Wl 

mB^m^izB^nmt^a^m 100 g^Tt d 1 mL ii^^ct^^^b^o 
5. m^^m 
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Kruskal-WaUisCZ) jlitiEtt^ <^ fr V V g|P^ lzmi^\^t^m.lsb ^tltz ^{iDunnett 



2 





M 


I \ 


(g±SD) 






(mg/kg, po) 




7 BB 


14 BB 


21 BB 


28 BB 




M. 


23.50±1.53 


24.62 ±1.96 


25.39±1.91 


25. 12 ±2.09 


(0.5%^^;i/-te;i/a 












1 6 


Id 


21.45±1.28 


23.97±1.21 


24.96±1.58 


25.23±1.80 


1 30 


M. 


23.54±2.15 


26.12±2.03 


27.03±2.07 


27.37±2.56* 


1 160 


M. 


23.94±1.58 


26.20 ±1.77 


27.31 ±1.74* 


27.81 ±2.47** 


1 800 


M 


22.84±1.81 


25.40±2.42 


26.67±2.19 


27.03 ±2.37 


mamm - 


M 


16.66±1.29 


18.09±1.54 


18.47±1.91 


18.14±1.56 


(0.5%^^;nr;i/P 












1 6 


m 


15.93±1.09 


18.03 ±1.37 


18.76 ±1.18 


18.80±1.46 


1 30 


m 


17.24±1.19 


19.38±1.74 


19.93 ±2.08 


20. 50 ±1.96** 


1 160 


lit 


17.73±1.40 


19.56 ±1.68* 


20.56 ±1.73* 


20.87 ±2.04** 


1 800 


m 


17.30±0.99 


19.19±1.44 


20.43 ±1.69* 


21.13±1.76** 



* : p^o.05 {nmmh(Dttm) 
**:P^o.oi {nmmhcDitm) 



i^-^mmt^ 200 mg/kg ©^^{i 20 mg/mL (Cs400 mg/kg 40 mg/mL 

2. mmmm 

5 ai^fO Crj:CD (SD) h (SPF) ©ItiM IB^^A'-)IX U z^- (m ] 

i77.4~i93.6g. m-^ i4i.i~i6o.3g <7)«Eiafc$)o;^co mutmmmm^ tm.m 
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3. mmmo^mm 

5 . IS^^:^ 

M^^^3^ (^^lacD^'fb) *5«kU^^4^ («l?«®^<b) {^i^nTo 



3 









(g±SD) 






(mg/kg, po) 




7 B@ 


14 BS 21 Sg 


28 Bg 


mm^m - m. 


188.0±4.0 


240.9±6.7 


301.5±16.2 


353.2±19.3 


396.4 ±23.8 


(0.5%^^;i'-ir;wn- 












1 200 m 


191.2±2.4 


247.3 ±4.8 


313.5±12.1 


371.5±23.9 


419.2±28.0 


1 400 m 


189.5±4.4 


242.5 ±10.7 


304.8±15.7 


361.9±23.8 


415.6±29.2 


mmnm - m 


149.7±4.1 


174.1±4.6 


199.5±6.3 


219.7±8.1 


237.2±10.3 


(0.5%^^;i/-fe;i/D- 












1 200 M 


151.0±5.7 


178.6±7.6 


206.0 ±7.1 


232.5±13,4 


255.7±17.3 


1 400 iHS 


152.9±4.5 


178.1±3.3 


207.8±11.5 


236. 5± 16.3 


259. 3± 14.3 
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m4 



<b^f5 ^-^m. mm 

(mg/kg, po) WB IBS 

mi^Mm - t& 20.3±0.8 27.8±1.5 

(0.5% ^ ;i/ D — j^is^ffif) 



mmm (g±sD) 

14 B a 21 B B 28 B B 

28.3±3.2 26.9±2.2 29.2±1.5 



1 200 it 20.1±1.0 28.4±1.5 29.9±1.6 30.2±3.5 31.0±1.1 

1 400 M 20J±1.2.. 27.9 ±2.5 30.3±3.9 34.8±4.4 * 

m^Mm - M. 13.5±1.9 19.0±1.0 19.0±1.1 16.5±1.9 17.5±2.1 

(0.5%^ o —:^ik-^m) 

1 200 Jllil 13.4±1.7 20.2±1.7 21.8±1.7 20.9±2.6 * 23.8±3.0** 

_1 400 m 14.6±1.7 19.5±2.2 21.1±2.9 22.0±2.6 ** 24.5±2.5 ** 

**:p^o.oi (Mmmt(Ditm 



dd^Ht^V^X (f*:fi20±lg) §lg¥3EfflV>. ^il<b^tl^lSPig-¥ b 

tco is^7 B^£D^t«^5^^liSu^ mn^m^m (mld) m^Misbt^o 

^(D^^m. ih^^ 1 CO MLD ii. > lOOOmg/kg T"^ o ;/^o 
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mm. AM. *r-fe;i/^J:fectt>'^^J(i. ^^h-^. ^Vi/n-:^, s^:x-^p 
T u >^vyT>->'^A. ^;I/^^c7)Yt^R^J^ ^" u If tKn:3F- 

^mmi^. ist-¥mm. mm<D^m. i^m. m^mi.zjit)mtjt^t^. i~9oomg 

/60kg/B> $?S b < l~200mg/60kg/B^-B-IlI*fe{imiiI(3^{tT 

^ ^ ® ;?)^' it ^ -e ^ S o 

mmmi : ^^j 

1 Ko=^i^rp t:;i/-fe;i/P— X® io%7j<^§M i20g ^M^^o zcoM-^^ 

^mmizx^m^L. mm.i.x^m^'^tzm. mn\^n^mmnhT^o 
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^ A> ^ A> 
t KD:iri^:7°D t:;i/-b;i/D— X 

^ 7^ U i> "^7 A 



20 mg 

143.4 mg 
30 mg 
6 mg 
0.6 mg 



200 mg 



mMm2 : ti'r^)^y^\ 

'fb-^iU 1 CD 200g^ TtlHz;U 995g:fe«J:t^";^7^7"; >^-x'^^i/r>A 5g^^ 
SlCct D?g^-r€.o Z.<DU^^-^tiy'^)\^%mmL (Zanasittig. LZ-64M) {3 
ctDv ^N— H'*r-b;i/4^ ( 1 :*7r-fe;i/afe;t D i20mggS) tc^t^Us ^fj:^ 
-b;i/^J (1 D?S14fiK^20mg^^W-r^) ^ff^o 



it^micD ig^mmv^ ioog{z^§«?^-B-, mm^miyt^^y i2g*5j: 

lOOOml UTM-^ • ILib-ri)o f#^ti7^i^i!(rtS 0.2 umcD^" ^ :^^^—'^fy 

mm^^mx^x. \i.mm ( i^wT;i/fefef3rS't4fi5c^2mg^^;tt-s) ^m^o 



;^ ^ T u >sg-^ ^'^^ V -i/ A 



20 mg 
99.5 mg 

0.5 mg 



120 mg 
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mmv-^xm 200 mg 

mmmni^i^'^y 24 mg 

'^i.mm ^ u -fe 1; > 50 mg 

iiMmm^i^ 1.72 ml 

2.00 ml 



;1/™E75 {^-(i-^^ V J —^)V^m.) 290.9g ^ 40~50°CT-J§il!^-^-So 

^nc^Yb-^ti 1 (o 2.5gs u ymti u -^a i3.6g*5ctr>'^-u >^:^ h u 

A l4.2g^^n^n±ll-{::m^^iJc^-i±?)o ■^v^•r'^?B'^^i5(L/:^fo^D^r^ 
rSt4fiK^2.5mg ^^W-rS) ^f#So 

^za:?^ -fb-^^ 1 2.5 mg 

^ 7°V'— ;L'H15 678.8 mg 

•^-f 7^7°V— ;1/E75 290.9 mg 

m-')>m.tl^)t>2^ 13.6 mg 

U h U r^A 14.2 mg 

1,000 mg 
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J o 



__/^^(CH2)m 



3 . R'^ifi 
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mf,zm^n^n^m(Dmmm^i&-¥'r^:itti^i^tj:^mikmm(Dmm^tzii^^m 
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